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AB Nilvadipine (FK 235, FR 34235) suppressed ischemia (20 

min)-reflow (20 min) -induced paw edema of mice (ED30:0.4 mg/kg i.v. and 2 
mg/kg p.o.). Other calcium entry blockers of dihydropyridine-type also 
suppressed the edema, but 30-fold higher doses were required. Oral 

dosing 

of nilvadipine suppressed carrageenan-induced paw edema (ED30:15 

mg/kg in rats and 20 mg/kg in mice) at a potency corresponding to that of 

an anti-inflammatory drug, ibuprofen. Nifedipine, 

nicardipine and nimodipine resulted in a suppression of 30% only with 100 
mg/kg oral dosing in rats.. Nitrendipine, diltiazem and verapamil were 
without effect. Nilvadipine inhibited superoxide radical (02 
prodn. from xanthine oxidase (XOD) both with lactate dehydrogenase + NADH 
method and cytochrome c method (IC50;90 and 100 .mu.g/mL, resp.). 
Nifedipine and nicardipine showed some inhibition, but the other calcium 
entry blockers failed to inhibit significantly even at 320 .mu.g/mL. As 
uric acid formation was not reduced by the tested drugs, the inhibitory 
action might be due to their 02 scavenging effects. Superoxide prodn. of 
neutrophils from casein-induced peritoneal fluid in rats was most 
strongly 

inhibited by nilvadipine when the cells were stimulated by a 

calcium ionophore, A23187 (IC50:4 .mu.g/mLO. Inhibition by this drug 



when 



stimulated by methonyl-leucyl-phenylalanine and phorbol myristate acetate 
was less effective (IC50:20 and 30 .mu.g/mL, resp.). Nifedipine and 
nicardipine inhibited neutrophil 02- prodn. at higher concns. (30-200 
•mu.g/mL) with all stimulants. Inhibitory actions by other drugs were 
weak. Triggering of atherosclerosis depends largely on the oxidative 
stress on blood vessels after recently established concept. Cholesterol 
lowering therapy might not be enough to delay the development of this 
disease. Superior inhibitory activity of nilvadipine on active 
oxygen related ischemic damage and inflammation may prevent atheromatous 
development of blood vessels as well as its direct antihypertensive 
effect . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A controlled release nifedipine tablet which comprises: 



(a) a homogeneous compressed core which comprises: 

(i) a medicament; 

(ii) a water soluble osmotic compound 

(iii) one or more osmotic polymers; and 

(b) a membrane coating which completely covers said core tablet which 
comprises a mixture of: 

(i) a water insoluble pharmaceutically acceptable polymer; and 

(ii) an enteric polymer. 
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AB This invention has for its object to provide a method of inducing a 

transition in crystalline state of a crystallizable medicinal substance 
with great ease and improved efficiency and uniformity on a high 
production scale. According to the invention, an extruder is used for 
inducing a transition from one crystalline state (.DELTA.) to another 
crystalline state in a crystallizable medicinal substance. 
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A controlled release pharmaceutical tablet having at least one 
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passageway, said tablet having: 



(a) a compressed core which comprises: 



(i) a medicament; 



(ii) an amount of a water soluble osmotic agent which is effective to 
cause the medicament to be delivered from said passageway in the 
presence of aqueous media; 

(iii) a water-swellable pharmaceutically acceptable polymer; and 

(b) a membrane coating around said core tablet which comprises a water 
insoluble pharmaceutically acceptable polymer. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention pertains to a dosage form for orally administering a drug 

in eight hours or less to the stomach and small intestine for a 
therapeutic result. 



PATENT INFORMATION: 
APPLICATION INFO. : 
DISCLAIMER DATE: 
DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



LI 



ANSWER 11 OF 14 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC. 



ACCESSION NUMBER 
DOCUMENT NUMBER: 
TITLE: 



1999) Vol. 31, No. 3, pp. 



of 



1999:307976 BIOSIS 
PREV199900307976 

Inhibitory effect of nilvadipine on disruption of 
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application in pigmented rabbits: A morphologic study. 
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The purpose of the present study is to investigate the morphologic sites 
of breakdown in eyes pretreated with nilvadipine (a calcium channel 
blocker) that has been shown to inhibit the acute rise of aqueous flare 
induced by prostaglandin E2 (PGE2) . Nilvadipine (100 mug/kg body weight) 
was injected intravenously in pigmented rabbits. Thirty minutes later, 
vehicle or PGE2 (10, 50 or 250 mug/mi) was applied on the cornea by use 

a glass cylinder. Forty-five minutes later, the animals received 
horseradish peroxidase (HRP) intravenously and the eyes were enucleated. 
Distribution of HRP in the anterior segments was observed by electron 
microscopy. Without nilvadipine pretreatment, HRP was seen in the 
intercellular space of nonpigmented cells of the eyes treated with 50 
mug/ml PGE2 and in the iris stroma of the eyes treated with 250 mug/ml 
PGE2 . With nilvadipine pretreatment, HRP was not observed in these sites, 
Our results indicate that nilvadipine suppresses disruption of the 
different sites of the blood-aqueous barrier. 
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AB Nilvadipine 
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INHIBITION BY NILVADIPINE OF ISCHEMIC AND CARRAGEENAN PAW 
EDEMA AS WELL AS OF SUPEROXIDE RADICAL PRODUCTION FROM 
NEUTROPHILS AND XANTHINE OXIDASE. 
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(Fk 235, FR 34235) suppressed ischemia (20 

(20 min) -induced paw edema of mice (ED30: 0.4 mg/kg i.v. and 



mg/kg p.o.). Other calcium entry blockers of dihydropyridine-type also 
suppressed the edema, but 30-fold higher doses were required. Oral dosing 
of nilvadipine suppressed carrageenan-induced paw edema (ED30: 
15 mg/kg in rats and 20 mg/kg in mice) at a potency corresponding to that 
of a antiinflsunmatory drug, ibuprofen. Nifedipine, nicardipine 
and nimodipine resulted in a suppression of 30% only with 100 mg/kg oral 
dosing in rats. Nitrendipine, diltiazem and verapamil were without 
effect . 

Nilvadipine inhibited superoxide radical (02 production from 
xanthine oxidase (XOD) ) both with lactate dehydrogenase + NADH method and 
cytochrome c method (IC50: 90 and 100 .mu.g/ml, respectively). Nifedipine 
and nicardipine showed some inhibition, but the other calcium entry 
blockers failed to inhibit significantly even at 320 , mu.g/ml. As uric 
acid formation was not reduced by the tested drugs, the inhibitory action 
might be due to their 02 scavenging effects. Superoxide production of 
neutrophils from casein-induced peritoneal fluid in rats was most 
strongly 

inhibited by nilvadipine when the cells were stimulated by a 
calcum ionophore, A23187 (IC50: 4 .mu.g/ml). Inhibition by this drug when 
stimulated by f-methonyl-leucyl-phenylalanine and phorbol myristate 
acetate was less effective (IC50: 20 and 30 .mu.g/ml, respectively). 
Nifedipine and nicardipine inhibited neutrophil 02 production at higher 
concentrations (30-200 .mu.g/ml) with all stimulants. Inhibitory actions 
by other drugs were weak. Triggering of atherosclerosis depends largely 



on 



the oxidative stress on blood vessels after recently established concept. 
Cholesterol lowering therapy might not be enough to delay the development 
of this disease. Superior inhibitory activity of nilvadipine on 
active oxygen related ischemic damage and inflammation may prevent 
atheromatous development of blood vessels as well as its direct 
antihypertensive effect. 
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AB 1. Nilvadipine (FK 235, FR 34235) suppressed ischemia (20 

min)-reflow (20 min) -induced paw edema of mice (ED30:0.4 mg/kg i.v. and 2 
mg/kg p.o,). Other calcium entry blockers of dihydropyridine-type also 
suppressed the edema, but 30-fold higher doses were required, 2. Oral 
dosing of nilvadipine suppressed carrageenan-induced paw edema 
(ED30:15 mg/kg in rats and 20 mg/kg in mice) at a potency corresponding 

to 

that of an anti-inflammatory drug, ibuprofen. 

Nifedipine, nicardipine and nimodipine resulted in a suppression of 30% 
only with 100 mg/kg oral dosing in rats. Nitrendipine, diltiazem and 
verapamil were without effect. 3. Nilvadipine inhibited 

superoxide radical (0-2production from xanthine oxidase (XOD) both with 
lactate dehydrogenase + NADH method and cytochrome c method (IC50:90 and 
100 micrograms/ml, respectively) . Nifedipine and nicardipine showed some 
inhibition, but the other calcium entry blockers failed to inhibit 
significantly even at 320 micrograms/ml. As uric acid formation was not 
reduced by the tested drugs, the inhibitory action might be due to their 
0-2scavenging effects. 4. Superoxide production of neutrophils from 
casein-induced peritoneal fluid in rats was most strongly inhibited by 
nilvadipine when the cells were stimulated by a calcium ionophore, 
A23187 (IC50:4 micrograms/ml). Inhibition by this drug when stimulated by 
f-methonyl-leucyl-phenylalanine and phorbol myristate acetate was less 
effective (IC50:20 and 30 micrograms/ml, respectively). Nifedipine and 
nicardipine inhibited neutrophil 0-2production at higher concentrations 
(30-200 micrograms/ml) with all stimulants. Inhibitory actions by other 
drugs were weak. 5. Triggering of atherosclerosis depends largely on the 
oxidative stress on blood vessels after recently established 
concept. (ABSTRACT TRUNCATED AT 250 WORDS) 
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AB 1. Nilvadipine (FK 235, FR 34235) suppressed ischemia (20 

min)-reflow (20 min)-induced paw edema of mice (ED30: 0.4 mg/kg i.v. and 

2 

mg/kg p.o.). Other calcium entry blockers of dihydropyridine-type also 
suppressed the edema, but 30-fold higher doses were required. 2. Oral 
dosing of nilvadipine suppressed carrageenan-induced paw edema 
(ED30: 15 mg/kg in rats and 20 mg/kg in mice) at a potency corresponding 
to that of an antiinflammatory drug, ibuprofen. Nifedipine, 



nicardipine and nimodipine resulted in a suppression of 30% only with 100 
mg/kg oral dosing in rats. Nitrendipine, diltiazem and verapamil were 
without effect. 3. Nilvadipine inhibited superoxide radical (02- 
production from xanthine oxidase (XOD) both with lactate dehydrogenase + 
NADH method and cytochrome c method (IC50: 90 and 100 .mu.g/ml, 
respectively) . Nifedipine and nicardipine showed some inhibition, but the 
other calcium entry blockers failed to inhibit significantly even at 320 
.mu.g/ml. As uric acid formation was not reduced by the tested drugs, the 
inhibitory action might be due to their 02- scavenging effects. 4. 
Superoxide production of neutrophils from casein-induced peritoneal fluid 
in rats was most strongly inhibited by nilvadipine when the 
cells were stimulated by a calcium ionophore, A23187 (IC50: 4 .mu.g/ml). 
Inhibition by this drug when stimulated by 
f-methonyl-leucyl-phenylalanine 

and phorbol myristate acetate was less effective (IC50: 20 and 30 
.mu.g/ml, respectively) . Nifedine and nicardipine inhibited neutrophil 

02- 

production at higher concentrations (30-200 .mu.g/ml) with all 
stimulants . 

Inhibitory actions by other drugs were weak. 5. Triggering of 
atherosclerosis depends largely on the oxidative stress on blood vessels 
after recently established concept. Cholesterol lowering therapy might 

not 

be enough to delay the development of this disease. Superior inhibitory 
activity of nilvadipine on active oxygen related ischemic damage 
and inflammation may prevent atheromatous development of blood vessels as 
well as its direct antihypertensive effect. 
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Ca antagonists which are clin. used as antihypertensive and protectants 

coronary and cerebral arteries, are now reported to possess various other 
actions to ameliorate inflammatory disease. Dihydropyridine type Ca 
antagonists suppressed carrageenan paw edema of rats and ischemic paw 
edema of mice. Nilvadipine was the most effect in suppressing edema and 
also in inhibiting 02- prodn. of rat peritoneal leukocytes stimulated by 
Ca ionophore, f-MLP and PMA. Nifedipine enhanced the analgesic action of 
morphine and nisoldipine increased the survival of rats which received 
transplantation of liver without immunosuppressant treatment. These 

5 

are possible to slow down the development of atherosclerosis and lower 
oxidized LDL due to their antioxidant characters. 
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AB Nilvadipine (FK 235, FR 34235) suppressed ischemia (20 

min)-reflow (20 min) -induced paw edema of mice (ED30:0.4 mg/kg i.v. and 2 
mg/kg p.o.). Other calcium entry blockers of dihydropyridine-type also 
suppressed the edema, but 30-fold higher doses were required. Oral 

dosing 

of nilvadipine suppressed carrageenan-induced paw edema (ED30:15 

mg/kg in rats and 20 mg/kg in mice) at a potency corresponding to that of 

an anti- inflammatory drug, ibuprofen. Nifedipine, 

nicardipine and nimodipine resulted in a suppression of 30% only with 100 
mg/kg oral dosing in rats. Nitrendipine, diltiazem and verapamil were 
without effect. Nilvadipine inhibited superoxide radical (02 
prodn. from xanthine oxidase (XOD) both with lactate dehydrogenase + NADH 
method and cytochrome c method (IC50;90 and 100 .mu.g/mL, resp.). 
Nifedipine and nicardipine showed some inhibition, but the other calcium 
entry blockers failed to inhibit significantly even at 320 .mu.g/mL. As 
uric acid formation was not reduced by the tested drugs, the inhibitory 
action might be due to their 02 scavenging effects. Superoxide prodn. of 
neutrophils from casein-induced peritoneal fluid in rats was most 
strongly 

inhibited by nilvadipine when the cells were stimulated by a 

calcium ionophore, A23187 (IC50:4 .mu.g/mLO. Inhibition by this drug 

when 

stimulated by methonyl-leucyl-phenylalanine and phorbol myristate acetate 
was less effective (IC50:20 and 30 .mu.g/mL, resp.). Nifedipine and 
nicardipine inhibited neutrophil 02- prodn. at higher concns . (30-200 
.mu.g/mL) with all stimulants. Inhibitory actions by other drugs were 
weak. Triggering of atherosclerosis depends largely on the oxidative 
stress on blood vessels after recently established concept. Cholesterol 
lowering therapy might not be enough to delay the development of this 
disease. Superior inhibitory activity of nilvadipine on active 
oxygen related ischemic damage and inflammation may prevent atheromatous 
development of blood vessels as well as its direct antihypertensive 
effect . 
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AB WO 200101963 A UPAB: 20020508 

NOVELTY - A method for controlling the flux of penetrants across an 
adaptable semi -permeable porous barrier is new. 

DETAILED DESCRIPTION - A method for controlling the flux of 
penetrants across an adaptable semi-permeable membrane comprises 
suspending the- penetrants in a polar liquid in the form of fluid droplets 
surrounds by a membrane-like coating comprising at least two kinds of 
amphiphilic substances with a tendency to aggregate, selecting a dose of 
the penetrants to control the flux of the penetrants across the barrier 
and applying the selected dose of the formulation onto the area of the 
barrier. The amphiphilic substances differ by a factor of at least 10 in 
solubility in the polar liquid and the homo-aggregates of the more 

soluble 

substance and hetero-aggregates have a preferred average diameter smaller 
than the diameter of the homo-aggregates of the less soluble substance. 
The more soluble substance tends to solubilize the droplet and comprises 
up to 99% of the solubilizing concentration or saturating concentration 



the unstabilized droplet. The presence of the more soluble substance 
lowers the average elastic energy of the coating by at least 5 times 
preferably more than 10 times the average elastic energy of red blood 
cells or of phospholipid bilayers with fluid aliphatic chains. The 
penetrants are able to transport agents through the pores of the barrier 
or enable agent permeation through the pores after the penetrants have 
entered the pores . 

INDEPENDENT CLAIMS are included for: 

(i) a kit containing the formulation; 



(ii) a patch containing the formulation; and 

(iii) a method of administering an agent to a mammalian body or 

plant 

comprising the novel method. 

USE - The method is useful for administering an agent to a mammalian 
body or a plant, for generating an immune response by vaccinating the 
mammal and for treating inflammatory disease, dermatosis, kidney or liver 
failure, adrenal insufficiency, aspiration syndrome, Behcet syndrome, 
bites and stings, blood disorders (cold-hemagglutinin disease), hemolytic 
anaemia, hypereosinophilic, hypoplastic anaemia, macroglobulinaemia and 
thrombocytopenic purpura), bone disorders, cerebral oedema, Cogan's 
syndrome, congenital adrenal hyperplasia, connective tissue disorders 
(lichen, lupus erythematosus, polymyalgia rheumatica, polymyositis and 
dermatomyositis ) , epilepsy, eye disorders (cataracts). Graves* 
ophthalmopathy, hemangioma, herpes infections, neuropathies, retinal 
vasculitis, scleritis, gastro-intestinal disorders (inflammatory bowel 
disease, nausea and oesophageal damage), hypercalcaemia, infections, 
Kawasaki disease, myasthenia gravis, pain syndromes, polyneuropathies, 
pancreatitis, respiratory disorders (asthma) , rheumatoid disease, 
osteoarthritis, rhinitis, sarcoidosis, skin diseases, alopecia, eczema, 
erythema multiforme, lichen, pemphigus and pemphigoid, psoriasis, 
pyoderma 

gangrenosum, urticaria and thyroid and vascular disorders, 

ADVANTAGE - Increasing the applied dose above a threshold level 
affects both the drug/penetrant distribution and also determines the rate 
of penetrant transport across the barrier. 
Dwg. 0/14 
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AB WO 9917753 A UPAB: 20011203 

NOVELTY - Rapidly soluble film preparation comprising a drug, an edible 
and readily soluble polymer and a sugar, is new. 

USE - The film may be used to coat orally administered drugs such a 
calcium antagonists, orally active diabetic agents, vasodilators and 
antiinflammatory agents, preferably nilvadipine. 

ADVANTAGE - The film preparation is rapidly dissolved in the oral 
cavity. 
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Antiinflammatory agent etc. contain as active component 
dihydropyridine cpds . of formula (I) or their salts, where Rl is N02, CN 
or trihalo (lower) alkyl, R2, R3 and R4 are lower alkyl. (I) are known as 
anti-hypotensives having Ca2+ inhibiting action (EP2036722) (e.g. 
nilvadipine-2-cyano-l, 4-dihydro-6- methyl- 4- (3- 

nitrophenyl) -3, 5-pyridinedicarboxylic acid-3-methyl-5- ( 1- methylethyl) 
ester) . 

(I) may be formulated into capsules, microcapsules, tablets, 
granules, powder, troaches, pills, ointment, suppositories, injection or 
syrup together with excipients, binders, disintegrators, lubricants, 
preservatives, stabilisers, dispersants, suspending agents, diluents and 
other additives. 

USE/ADVANTAGE - (I) inhibit generation of active oxygen 02 and are 
effective in treatment of diseases caused by 02- e.g. inflammation, 
inflammatory diseases (e.g. chronic rheumatism, collagen disease. 



heart 



degenerative arthritis), chronic dermatopathy (e.g. dermatitis 
herpetiformis, striate immunoglobulin bullous disease of skin, serious 
cement dermatitis), contact dermatitis, eczema in woman, atopic 
dermatitis, Behcet's disease, disturbance by radiation (e.g. roentgen 
dermatitis), disturbance by ultraviolet (e.g. dermatitis by sunlight), 
retinopathy of prematurity, cataract, tissue disturbance in lung and 

by chemical substances (e.g. agrochemicals e.g. pulmonary emphysema, 
bronchial distrubance) . (I) may be administered orally at a dose of 
0.01-20 mg/kg. (pref. 0.05-2 mg/kg) (daily dose 0.5-1000 mg. (pref. 1-500 
mg) ) . Also applicable parenterally . 
0/0 
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A formulation comprising molecular arrangements capable of penetrating 
pores in a barrier, owing to penetrant adaptability, despite the fact 
that the average diameter of said pores is smaller than the average 
penetrant diameter, provided that the penetrants can transport agents 

else enable agent permeation through the pores after penetrants have 
entered pores, characterized in that the formulation comprises at least 
one consistency builder in an amount that increases the formulation to 
maximally 5 Nm/s so that spreading over, and retention at, the 
application area is enabled and/or at least one antioxidant in an 

that reduces the increase of oxidation index to less than 100% per 6 
months and/or at least one microbicide in an amount that reduces the 
bacterial count of 1 million germs added per g of total mass of the 
formiulation to less than 100 in the case of aerobic bacteria, to less 
than 10 in the case of entero-bacteria, and to less than 1 in the case 
of Pseudomonas aeruginosa or Staphilococcus aureus, after a period of 4 
days . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Ready-to-use water dispersible pigment compositions containing 

water-insoluble, hydrophilic pigments are provided. The compositions 
comprise a stable dispersion of the pigment such as a porphyrin 

pigment, 

carmine, curcumin and a carotenoid in the form of bodies of an averag 
size which is at the most 10 .mu.m is provided. The pigment bodies ar 
dispersed without the use of a surface active substance in an aqueous 



phase comprising a hydrocolloid. The natural pigment compositions which 
are useful for coloring of food products and pharmaceuticals do not 
migrate in the products and they are acid stable. The compositions are 
useful in coating compositions for tablets and dragees . 
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A ready-to-use water dispersible pigment composition containing at 



least 

5% by weight of water is provided. The composition comprises a stable 
dispersion of a water-insoluble and/or hydrophobic natural pigment such 
as a carotenoid, curcumin, a porphyrin pigment or vegetables carbon 
black in the form of bodies of an average size which is at the most 10 
.mu.m is provided. The pigment bodies are dispersed without the use of 

a 

surface active substance in an aqueous phase comprising a hydrocolloid. 
The natural pigment in compositions which are useful for coloring of 
food products and pharmaceuticals do no.t migrate in the products. The 
compositions are useful in coating compositions for tablets and 
dragees . 
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A novel extended or controlled release encapsulated product is provided 
and includes: at least one active ingredient; at least one erodible 
polymer; and at least one lubricating material; wherein the 
encapsulated 

product is in the form of a caplet having a diameter of from about 1 
millimeter to about 7 millimeters and a length from about 1 millimeter 
to about 7 millimeters. A method for preparing the encapsulated product 
is also provided. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compositions for topical application comprising a therapeutically 

effective amount of a pharmaceutical agent (s), a pharmaceutically 
acceptable bioadhesive carrier, a solvent for the pharmaceutical 
agent (s) in the carrier and a clay, and methods of administering the 
pharmaceutical agents to a mammal are disclosed. 
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